f f 08/484337 




TM F C f 



f/6 i 



#08/484337 



t. a.. e 



6" 



• 



#8/484337 



b c a. 




£v6 3 




08/484337 



f^6 V 



a.. t>. 




fit,.* 



08/484337 




T> 

* 9 

: 
i 

i 





08/484337 




THF-fcP 



■ri 
i * 






..... ..... 


•; : vl : . 


! :-j U •"•! i 
i 'IP: T"V:I : ; : Tl 












.i :. 












. .i 
* r. • 

■•" i : : * 




















. ; ... ... 

. • : 1 .*? • 






4-K 




.;. :. 






_i 


L : • 
— rr: 




.'**! :: 












•i l : ' 


1 









0 #8/484337 



008/48433? 




/o 



#08/484337 



4*1 




#2. 




08/484337 




008/48433? 

50 6M 7m 

CCTTTUAGTT GAGGGAACAA AAATUAACAC 

120 17'-' I 4m 

CCCAACTGTC TAAGTTTCAA GGAAGAACTC 

190 20** 2li.» 

TGAGGAAGGA CTTGACCCAG GGAAQ T T TT A 

260 270 2Q<J 

TGGTGTCTCC TCTATCTGAT TCT7CCCCAG 

316 325 

TCA GGG OTT aT7 GGA cTg 6~C 
S»r Gly v«l II* Gly Lru Vsl 

370 379 3BU 

GTG TGT CCC CAA GGA* AAA TAT 
Vsl Cys Pro Gin Gly Ly« Tyr 

424 433 444 

ATC CAT CCT* CAA aaT A AT fCG ATT TcifT TGT AO 5 A AO IGC Ca'J AAA G G TAG GGG CAA 
II* Mm Pro Gin Asn Asn S«r Sis Cys Cvm Thr Lys Cym His Ly« Ala 

494 464 474 404 494 304 514 

GTUGAAACGG TGAATGCCCT CAGGTCTGGG GTGC TGCTTC TTTCTCTGCT TCTTCCAOTT GTTCTTCCCT 

524 ; 534 544 554 364 974 304 

• AACTTTGCTG TCTCTCCTGG GCTGGGATTT TCTCCCTCCC TCCTCTCCTA GAG ACT TCAQ GGAATC5GCC 

l 594 604 614 424 634 644 634 

CTUGCTGTTG TCCCTAGCAT GGGGCTCCTT CCTTGTGTTC TCACCCGCAG CCTAACTCTO CGGCCCCATT 

664 673 682 691 700 

CA CA GfWi ACC TAC TTG f AC AAT GAC TUT CCA GGC CLG GGG CAQ GAT ACG GAC 
Gly Thr Tyr Lru Tyr Asn Asp Cys Pro Gly Pro Gly.Oln Asp Thr A*p 

709 710 727 7Z6 743 734 

TGC AGG GAG TGT GAG AGC GGC TCC TTC ACC GCT TCA GAA AAC CAC CTC AGA CAC 
Cys Arg Glu Cys Glu 6»r Gly S«r Ph» Thr Ala 6*r Clu Asn His W*u Arg His 

747 772 781 797 007 017 

TPC CTC AGC TGC TCC AAA THC CCA AAO GGTGAQTGTG CACAGGCAGG AGAGTCAGGC 
Cys L*u Ssr Cy* Smr Ly« Cys Arg Ly* 

827 037 047 037 067 0// 8B7 

GOOTCTToAG TGGTGTGTGQ GTGCCTGTCT ATGTGCAGGC TGGTGGGTOT GGGCAGGAAG OTGTGTGTTT 

097 907 917 92/ 937 947 937 

TGitTGCtACA CTGCATGGAT GTGAGTGTGT ATTACAGAGA CAC AC AC TT A GGGGTATGTC AGttAAGGtfiA 

967 977 90/ 99/ 1007 1016 

TGCAGuuACA G GAC OA f GLA GmACTCATAC CCCATCTTCT CCCCTCACCA GAA ATO 5I»T CAO* 

Glu hiT lily Gin 

IOC3 

010 GAff AVC 
Vtl Glu tie 



jo 20 ZO 4m 

CAincCfUCA GGTCGACTCT AGAGGATCTG GGUCCTACTA 

00 9o i»Vi no 

ACAGGACAAC TAG AG A AC A A TTAAGCATCA GATTOTATGC 

150 160 170 ieo 

TAAACTTAGT GAGTGGCOTG GCCTGGGCGG AATGTTTCAC 

720 230 240 25<> 

GATCTGCTAC CCCTAAGCTT CCCATCCCTC CCTCTCTTGA 

28V 298 307 

GTG CTC CTG cTli TTG GTG GGA ATA TAC CCC 

V*l Lru L*u Glu L»u L»u V« I Gly I !• Tyr Pro 

ZAZ 332 361 

fCT CAC CTA PUG GAC AGG GAG AAG AGA GAT AGT 
Pro His Lru Gly Asp Arg Glu Lys Arg Asp Ssr 

397 406 415 
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1 2 .3 4 .5 5 78 9 



125 



I-TNF 



125. 



I-TNF/TNFB 
Complex 




with lSfi ™? P° Slt ^ v f c °ntrol. Purified TNF-BP complexed 

- Z' - Lane 2-5 are P r °tein from the 24, 48/72, and 
?J P hour incubations with PMA/PHA that did not biAd to the 
?n!~K !- nity column ' Lane are the material from the same 
incubations that did bind to the TNF-affinity column. 
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25 26 27 28 29 30 3 132 33 34 35 + - 




Fractions 27, 28 and 29, 33 and 34 show TNF binding 
tivity. + is as lane 1 of figure 15. - is 125I-TNF alone. 
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10 



A»p Sor V*l Cys Pro Gin Gly Ly» Tyr It* His Pro Gin 



2»: 

Aon Aon Sor XI* Cys Cyt Thr 



30 



Lyo Cy» Wio Lys Cly Thr Tyr Lou Tyr Aon A^p Cya Pro G 



4-: 



ly Pro Gly Gin r.s? Tnr Asf 



90 



Cy* Arg Glu Cys Glu Sor Gly S*r Ph. Tnr Al* So 



6C 



r Clu Atn Has Lou Arg His Cys Lot* ! 

70 g,- 1 '* 

Sor Cva Sor Lys Cyo Arg Lyo Glu Rot Cly Gin Vol Glu lie Sor Sor Cyo Thr V*l As* | 

O^ • • • ! 

Arg Aao Tnr V*l Cys Gly Cys Arg Lyt A»n Gin Tyr Arg Kis Tyr Trp Sor Qlu Ajn LoJ\ \ 



1X0 



Ph. Gin Cys Pho Am Cys Sor Lou Cys Leu A*n Gly Thr Vol His Lo-i Scr Cys Gin C?L 



130 



Ly. Gin Asn Thr Vol Cys Thr Cys Hit AU Gly Pho Pho Lou Arg Glu A*n 3lu Cys Val 



15 > 



r«r Cys Scr A. a Cys Lys Lyo Sor L«u Clu Cy* Thr Lvo Lou Cy« Lou Pro 



Gin XIo Qlu, 



161 
Av. 
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296 



205 



GAT A6T GTG TGT CCC CAA 
Asp Ser Val Cy* Pro Gin 



!14 



341 



350 



J 59 



G6A AArt TAT ATC CAC CCT CAA AAT AAT TCG ATT TGC TGT ACC AAG TGC CAC AAA 
Gly L/a Tyr lie His Pro Gin Asn Asn Ser II* Cys Cys Thr Lys Cy* Hia Lys 



•>od 



377 



Z8t» 



395 



404 



413 



GGA ACC TAC TTG TAC AAT GAC TGT CCA GGC CCG GGG CAG GAT ACS GAC JSC AGG 
Gly Tnr Tyr L*u Tyr Asn Asp Cys Pro Gly Pro Gly Gin Aap Thr Asp cys Arg 

422 431 440 449 45a 467 



GAG TGT GAG AGC GGC TCC TTC ACC GCT TCA GAA AAC CAC CTC AtiA CAC T6C CTC 
Blu-Cya Glu" Ser Gly Ser Ph* Thr;"Al« -S*r'6Tu Asn His L*u Arg"Hi* Cys Leu 



476 



485 ' 



494 



so: 



512 



521 



AGC TGC TCC AAA TGC CGA AAG GAA ATG 6GT CAG GTG GAG ATC TCT TCT TGC ACA 
Ser Cys Ser Lys Cys Arg Lys Glu MET Gly Gin Val Glu He S*r Ser Cys Thr 



530 



539 



54Q 



557 



566 



575 



GTG GAC CG6 GAC ACC GTG TGT GGC TGC AGG AAG AAC CAG TAC CGG CAT TAT TGG 
Val Asp Arg Asp Thr Val Cys Gly Cys Arg Lys Asn Gin Tyr Arg His Tyr Trp 



584 



59: 



602 



611 



620 



629 



AGT GAA AAC CTT TTC CAG TGC TTC AAT TGC AGC CTC TGC CTC AAT GGG ACC GTG 
Ser Glu Asn Leu Phe Gin Cys Phe Asn Cys Ser Leu Cys Leu Asn Gly Thr V-l 



e>38 



647 



656 



665 



674 



680 



CAC CTC TCC TGC CAG GAG AAA CAG AAC ACC GTG TGC ACC TGC CAT GCA GGT TTC 
Hxs Leu Ser Cys Gin Glu Lys Gin Asn Thr Val Cys Thr Cys His Al. Gly Phe 



692 



701 



710 



719 



728 



737 



TTT CTA AGA GAA AAC GAG TGT 6TC TCC TGT A6T AAC TGT AAG AAA AGC CTG GAG 
Phe Leu Arg Glu Asn Glu Cys Val Ser Cys Ser Asn Cys Lys Lys S*#r Lwu Glu 



746 



755 



764 



TGC ACG AAG TTG TGC CTA CCC CAG ATT GAG AAT 
Cys Thr Lys Leu Cys Leu Pro Gin lie Glu Asn 

' Figure 2£>, • 



1 o 20 30 40 50 60 70 

ACCACGCCGT 6ATCTCXATG OX.GA&TcTC MCCC^CMC -TGTcACCCcft ^GGCACTTCG 

30 90 100 " 110 120 130 140 

GACGTCCTG6 ACAGACCGAG TCCCGGGAAG CCCCAGCACT GCCGCTGCCA CACTGCCCTG AGCCCAAATG 



150 



160 171 180 1B9 198 



GGGGAGTGAG AGGCCATAGC TGTCTGGC ATG GGC CTC TCC ACC GTG CCT GAC CTG CTG 

MET Gly Leu Ser Thr Val Pro Asp Leu Leu 

207 216 225 234 243 252 

CTG CCG CTG GTG CTC CTG GAG CTG TTG GTG GGA ATA TAC CCC TCA GGG 6TT ATT 
Leu Pro Leu Val Leu Leu Glu Leu Leu Val Gly lie Tyr Pro Ser Gly Val lie 

261 270 279 288- 297 306 

GGA CTG GTC CCT CAC CTA GGG GAC AGG GAG AAG AGA GAT AG? GTG TGT CCC CAA 
Gly Leu Val Pro His Leu Gly Asp Arg Glu Lys Arg 'Asp Ser Val Cys Pro Gin 

315 324 . 333 342 351 360 

GGA AAA TAT ATC CAC CCT CAA AAT AAT TCG ATT TGC TGT ACC AAG TGC CAC AAA 
Gly Lys Tyr lie His Pro Gin Asn Asn Ser lie Cys Cys Thr Lys Cys His Lys 

369 378 387 396 405 414 

GGA ACC TAC TTG TAC AAT GAC TGT CCA GGC CCG GGG CAG GAT ACG GAC TGC AGG 
Gly Thr Tyr Leu Tyr Asn Asp Cys Pro Gly Pro Gly Gin Asp Thr Asp Cys Arg 

423 432 441 450 459 468 

GAG TGT GAG AGC GGC TCC TTC ACC GCT TCA GAA AAC CAC CTC AGA CAC TGC CTC 
Glu Cys Glu Ser Gly Ser Phe Thr Ala Ser Glu Asn His Leu Arg His Cys Leu 

477 486 495 504 513 522 

AGC TGC TCC AAA TGC CGA AAG GAA ATG GGT CAG GTG GAG ATC TCT TCT TGC ACA 
Ser Cys Ser Lys Cys Arg Lys Glu MET Gly Gin Val Glu lie Ser Ser Cys Thr 

531 540 549 558 567 576 

GTG GAC CGG GAC ACC GTG TGT GGC TGC AGG AAG AAC CAG TAC CGG CAT TAT TGG 
Val Asp Arg Asp Thr Val Cys Gly Cys Arg Lys Asn Gin Tyr Arg His Tyr Trp 

585 594 603 612 621 630 

AGT GAA AAC CTT TTC CAG TGC TTC AAT TGC AGC CTC TGC CTC AAT GGG ACC GTG 
Ser Glu Asn Leu Phe Gin Cys Phe Asn Cys Ser Leu Cys Leu Asn Gly Thr Val 

639 648 657 666 675 684 

CAC CTC TCC TGC CAG GAG AAA CAG AAC ACC GTfi TGC ACC TGC CAT GCA GGT TTC 
His Leu Ser Cys Gin Glu Lys Gin Asn Thr Val Cys Thr Cys His Ala Gly Phe 




• 



ASS/ 48 4331 



693 



702 711 720 729 



TTT CTA AGA GAA AAC BAG T6T GTC TCC TGT AGT AAC TGT AAG AAA AGC CTG GAG 
Phe Leu Arg Glu Asn Glu Cys Val Ser Cys Ser Asn Cys Lys Lys Ser Leu Glu 

747 ! 756 765 774 783 792 

JSC ACG AAG TTG TGC CTA CCC CAG ATT GAG AAT GTT AAG GGC ACT GAG GAC TCA 
Cys Thr Lys Leu Cys ' Leu Pro Gin He Glu Asn Val Lys Gly Thr Glu Asp Ser 

801 810 819 828 837 846 

GGC ACC ACA GTG CTG TTG CCC CTG GTC ATT TTC TTT GGT CTT TGC CTT TTA TCC 
Gly Thr Thr Val Leu Leu Pro Leu Val He Phe Phe Gly Leu Cys Leu Leu Ser 

855 864 873 882 891 900 

CTC CTC TTC ATT GGT TTA ATG TAT CGC TAG CAA CGG TGG AAG TCC AAG CTC TAG 
Leu Leu Phe He Gly Leu MET Tyr Arg Tyr Gin Arg Trp Lys Ser Lys Leu Tyr 

909 918 927 936 945 954 

TCC ATT GTT TGT GGG AAA TCG ACA CCT GAA AAA GAG GGG GAG CTT GAA 6GA ACT 
Ser He Val Cys Gly Lys Ser Thr Pro Glu Lys Glu Gly Glu Leu Glu Gly Thr 

963 972 981 990 999 1008 

ACT ACT AAG CCC CTG GCC CCA AAC CCA AGC TTC AGT CCC ACT CCA GGC TTC ACC 
"Thr Thr Lys Pro Leu Ala Pro Asn Pro Ser Phe Ser Pro Thr Pro Gly Phe Thr 

1017 1026 1035 1044 1053 1062 

CCC ACC CTG GGC TTC AGT CCC GTG CCC AGT TCC ACC TTC ACC TCC AGC TCC ACC 
Pro Thr Leu Gly Phe Ser Pro Val Pro Ser Ser Thr Phe Thr Ser Ser Ser Thr 

1071 1080 1089 1098 1107 1116 

TAT ACC CCC GGT GAC TGT CCC AAC TTT GCG GCT CCC CGC AGA GAG GTG GCA CCA 
Tyr Thr Pro Gly Asp Cys Pro Asn Phe Ala Ala Pro Arg Arg Glu Val Ala Pro 

1125 1134 1143 1152 1161 1170 

CCC TAT CAG GGG GCT GAC CCC ATC CTT GCG ACA GCC CTC GCC TCC GAC CCC ATC 
Pro Tyr Gin Gly Ala Asp Pro He Leu Ala Thr Ala Leu Ala Ser Asp Pro He 

1179 1188 1197 1206 1215 1224 

CCC AAC CCC CTT CAG AAG TGG GAG GAC AGC GCC CAC AAG CCA CAG AGC CTA GAC 
Pro Asn Pro Leu Gin Lys Trp Glu Asp Ser Ala His Lys Pro Gin Ser Leu Asp 

1233 1242 1251 1260 1269 1278 

ACT GAT GAC CCC GCG ACG CTG TAC GCC GTG GTG GAG AAC GTG CCC CCG TTG CGC 
Thr Asp Asp Pro Ala Thr Leu Tyr Ala Val Val Glu Asn Val Pro Pro Leu Arg 

1287 1296 1305 1314 1323 1332 

TGG AAG GAA TTC GTG CGG CGC CTA GGG CTG AGC GAC CAC GAG ATC GAT CGG CTG 
Trp Lys Glu Phe Val Arg Arg Leu Gly Leu Ser Asp His Glu He Asp Arg Leu 
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1341 1350 1359 1368 1377 13B6 

SAG CTG CAG AAC GGG CGC TGC CTG CGC GAG GCG CAA TAC AGC ATG CTG GCG ACC 
Glu Leu Gin Asn Gly Arg Cys Leu Arg Glu Ala Gin Tyr Ser MET Leu Ala Thr 

1395 1404 1413 1422 1431 1440 

TGG AGG CGG CGC ACG CCG CGG CGC GAG GCC ACG CTG GAG CTG CTG GGA CGC GTG 
Trp Arg Arg Arg Thr Pro Arg Arg Glu Ala Thr Leu Glu Leu Leu Gly Arg Vai 

1449 1458 1467 1476 1485 1494 

CTC CGC GAC ATG GAC CTG CTG GGC TGC CTG GAG GAC ATC GAG GAG GCG CT? TGC 
Leu Arg Asp MET Asp Leu Leu Gly Cys Leu Glu Asp lie Glu Glu Ala Leu Cys 

1503 1512 1521 1530 1546 1556 

GGC CCC GCC GCC CTC CCG CCC GCG CCC AGT CTT CTC AGA TGA GGCTGCGCCC CTGCGGGCAG 
Gly' Pro Ala Ala Leu Pro Pro Ala Pro Ser Leu Leu Arg 

1566 1576 1586 1596 1606 1616 1626 

CTCTAAGGAC CGTCCTGCGA GATCGCCTTC CAACCCCACT TTTTTCTGGA AAGGAGGGGT CCTGCAGGGG 

1636 1646 1656 1666 1676 1686 1696 

CAAGCAGGAG CTAGCA6CCG CCTACTTGGT 6CTAACCCCT CGATGTACAT AGCTTTTCTC AGCTGCCTGC 

1706 1716 1726 1736 1746 1756 1766 

GCGCCGCCGA CAGTCAGCGC TGTGCGCGCG GAGAGAGGTG CGCCGTGGGC TCAAGAGCCT GAGTGGGTGG 

1776 1786 1796 1806 1816 1826 1836 

TTTGCGAGGA TGAGGGACGC TATGCCTCAT GCCCGTTTTG GGTGTCCTCA CCAGCAAGGC TGCTCGGGGG 

1846 ' 1856 1866 1876 1886 1896 1906 

CCCCTGGTTC GTCCCTGA6C CTTTTTCACA GTGCATAAGC AGTTTTTTTT GTTTTTGTTT TGTTTTGTTT 

1916 1926 1936 1946 1956 1966 , 1976 

TGTTTTTAAA TCAATCATGT TACACTAATA GAAACTTGGC ACTCCTGTGC CCTCTGCCTG GACAAGCACA 

1986 1996 2006 2016 2026 2036 2046 

TAGCAAGCTG AACTGTCCTA AGGCAGGGGC GAGCACGGAA CAATGGGGCC TTCAGCTGGA GCTGTGGACT 

. 2056 2066 2076 2086 

TTTGTACATA CACTAAAATT CTGAAGTTAA AGCTCAAAAA AA 
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5 — CC8 
Pro 



3r 






64 






73 






62 






91 






100 




GA6 
Glu 


Pro 


GCv5 
Gly 


AGC 


ACA 
Thr 


TGC 
Cvs 


C6Q 
Arg 


crc 

Leu 


AGA 
Arg 


GAA 
Glu 


TAC 
Tyr 


TAT 
Tyr 


GAC 
Asp 


CAG 
Gin 


A— ?i 
Thr 


GCw 
Ala 


C.-»R 
Gin 








litf 






127 






136 






145 






134 




fee" 

Cy*» 


TGC 
Cys 


AGC 
3<=rr 


Amu 
LV4 


t3c 

Cys 


TCQ 
Ser 


CCS 
Pro 


GuC 
Gly 


CAA 
Gin 


CAT 
His 


GwA 
Ala 


AAA 
Lya 


GTC 
V*l 


TTC 
Ph* 


TGT 
Cvs 


mCC 
Thr 


A*G 
Lya 


163 






172 






131 






190 






199 






208 




Ser 


GAC 

A-9Q 


ACL 
Thr 


GT3 
V* 1 


fif 
Cys 


sac 

Aap 


fee 

Ser 


TGT 
Cya 


GAG 
Glu 


GAC 
A»P 


AOC 
Ser 


HCA 

Thr 


TAC 
Tyr 


ACC 
Thr 


C^G 
Gin 


CTC 
Leu 


TGG 
Trp 


217 












233 






244 






253 






262 




TGG 
Trp 


GTT 
Val 


CCC 
Pro 


GAG 
u 1 u 


TGC 
Cys 


TTG 
Leu 


AGC T6T 
S<rr Cys 


GGC 
Gly 


TCC 
Ser 


CGC 
Arg 


TGT 
Cys 


AGC 
Ser 


fcf 

Ser 


GAC 
Asp 


CAG 
Gin 


GTS 
VaI 


271 












239 






298 






307 






316 




ACT 
Thr 


CAA 
Gin 


GCC 
Ala 


Fie 

Cys 


ACT 
Thr 


CGG 
Arg 


GAA 
Glu 


CAG 
Gin 


AAC 
A»n 


CGC 
Arg 


ATC 
lie 


TGC 
Cys 


ACC TGC AGG 
Thr Cya Arg 


CCC 
Pro 


GGC 
Gly 



323 

TAY TGC 
Tyr Cya 



-3 
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Leu Pro Ala Gin Val Ala Phe Thr Pro Tyr Ala Pro Glu Pro Gly Ser 
Thr Cys Arg Leu Arg Glu Tyr Tyr Asp Gin Thr Ala Gin MET Cys Cys 
Ser Lys Cys Ser Pro Gly Gin His Ala Lys Val Phe Cys Thr Lys Thr 
Ser Asp Thr Val Cys Asp Ser cys Glu Asp Ser Thr Tyr Thr Gin Leu 
Trp Asn Trp Val Pro Glu Cys Leu Ser Cys Gly Ser Arg Cys Ser Ser 
Asp Gin Val Glu Thr Gin Ala Cys Thr Arg Glu Gin Asn Arg He Cys 
Thr Cys Arg Pro Gly Trp Tyr Cys Ala Leu Ser Lys Gin Glu Gly Cys 
Arg Leu Cys Ala Pro Leu Arg Lys Cys Arg Pro Gly Phe Gly Val Ala 
Arg Pro Gly Thr Glu Thr Ser Asp Val Val Cys Lys Pro Cys Ala Pro 
Gly Thr Phe ser Asn Thr Thr Ser Ser Thr Asp He Cys Arg Pro His 
Gin He cys Asn val val Ala lie Pro Gly Asn Ala Ser Arg Asp Ala 
Val Cys Thr Ser Thr Ser Pro Thr Arg Ser MET Ala Pro Gly Ala Val 
His Leu Pro Gin Pro Val Ser Thr Arg ser Gin His Thr Gin Pro Thr 
Pro Glu Pro Ser Thr Ala Pro Ser Thr Ser Phe Leu Leu Pro MET Gly 
Pro Ser Pro Pro Ala Glu Gly Ser Thr Gly Asp 



OAATTCGGCG CAGCGi 



TGGAUAGAAG GCGCTUuGCT GCeAGGGCGC GAGGgI^Ka GGGCAGGGGG 
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80 



90 



101 



110 



119 



CAACUGGACC CCGCCC3CAC CC ATG GCG CCC GTC GCC GTC TGG GCC GC3 CTG GCC 

MET Ala Pro Val AU V*l Trp Aid Ala Lou Al* 



12a 137 146 






133 




164 






173 






GTC GGA CTG GAG CTC TGG OCT 
Val Qly Lau Glu Leu Trp Ala 


GCG 
Ala 


GCG 
Ala 


' CAC 
Hia 


GCC TTG 
Ala t'Lau 


CCC 
Pro 


GCC 
Ala 


CAG 
Gin 


GTG 
VaL 


GCA 
Ala 


TTT 
Pha 


LB2 191 200 






20* 




218 






227 






rtCA CCC TAC GCC CCG GAG CCC 

1 nr rrw ijr* HH "rH U>U rrw 


GGG 
uiy 


AGC 
Bar 


' ACA TGC CGG 
Thr Cya Arg 


CTC 
Lau 


AGA 
Arcs 


GAA 
Glu 


TAC 
Tvr 


TAT 
Tvr 


GAC 
Aao 


236 243 234 






263 




272 






281 






CAG ACA OCT CAG ATG TGC TGC 
ain Tnr Aia uin ntr uya cya 


AGC 
8a r 


AAtf 
Ly» 


TGC TCG CCG GGC 
Cya Sar Pro Qly 


CAA 

Gin 


CAT 
Hia 


GCA 
Ala 


AAA 
Lya 


GTC 
Val 


290 299 308 






317 




326 






333 






TfE TOT ACC AAG ACC TCG GAC 

Cua f*u« Tia^ l uh Tka fimv 

ma uyi i nr uyi i nr otr nap 


ACC 
r nr 


GTG 
va I 


TGT GAC TCC TGT 
Cya Aap Sar Cya 


GAG 
Glu 


GAC 
Aap 


AGC 
bvr 


ACA 
Thr 


TAC 
Tyr 


344 333 362 






371 




380 






389 






ACC CAG CTC TOG A AC TGG GTT 
Tnr Gin Lau Trp Aon Trp Val 


CCC 
Pro 


GAG 
Glu 


TGC 
Cya 


TTG AGC 
Lau Sor 


TGT 
Cya 


GGC 
Qly 


TCC 

■•r 


CGC 
Arg 


TGT 
Cya 


AGC 
Bar 


398 407 416 






423 




434 






443 






TCT GAC CAO GTG GAA ACT CAA 
Sor Aap Gin Val Glu Thr Gin 


GCC 
Ala 


TGC 
Cya 


ACT CGG GAA 
Thr Arg Glu 


CAG 
Gin 


AAC 
Aan 


CGC 
Arg 


ATC 
Ho 


TGC 
Cya 


ACC 
Thr 


482 4*1 r 470 






479 




488 






497 






TGC AGO CCC GGC TGG TAC TGC GCG 
Cya Arg Pro Gly Trp Tyr Cya Ala 


CTG 
Lau 


AUG 
5«r 


AAG CAG 
Lya Qln 


GAG 
Glu 


GGG 
Qly 


TGC 
Cya 


CGG 
Arg 


CTG 
Lau 


TGC 
Cya 


506 31 S 324 






533 




342 






331 






GCG CCG CTG CUC AAG> TGC CGC 
Ala Pro Lau Arg Ly« Cya Arg 


CCG 
Pro 


GGC 
Glv 


TTC 
Pho 


GGC GTG 
Gly Val 


GCC 
Ala 


AGA 
Arg 


CCA 
Pro 


GGA 
Gly 


ACT 
Thr 


GAA 
Glu 


360 369 379 






387 




596 






60S 






ACA TCA GAC GIG GTG TGC AAG 
Thr Gar Asp Val Val Cya Lya 


CCC 
Pro 


TGT 
Cya 


GCC CCG GGG 
Ala Pro Gly 


ACQ 
Thr 


TTC 
Pha 


TCC 
Sar 


AAC 
Aan 


ACQ 
inr 


ACT 
i nr 


614 623 632 






a 41 




63U 






639 






TCA TCC ACG GAT ATT TGC AGG 
Bar Ser Thr Aap llo Cya Arg 

668 67/ 6G6 


CCC 
Pro 


CAC 
nil 


CAG 
Gin 

693 


ATC TGT 
I la Cya 


AtAC GTG 
Aan Val 

704/1 rj 


GTG GCC 
Val Ala 


ATC 

Tim 

i i a 


CCT 
Pro 


GGG AA T OCA AGC AG G GAT OCA 
Gly Aan Ala Sar Arg Aap Ala 


GTC 
Val 


TGC 
Cva 


ACQ 
Thr 


TCC ACQ 
Bar Tnr 


TCC, 
BarJ 


CCC 
Pro 


ACC J 
Thr/ 


ICGo 
Arg 


AGT 
Sar 


ATG 
MKT 


722 731 740 






749 




738 






767 






GCC CCA GUG GCA OTA CAC TTA 
Ala Pro Gly. Ala Val Hia Lou 


CCC 
Pro 


CAG 
Gin 


CCA 
Pro 


GTG TCC 
Val Sor 


ACA 
Thr 


COM 
Arg 


TCC 
Sar 


CAA 
Gin 


CAC 
Hia 


ACQ 
Thr 


776 783 794 






803 




812 






621 






CAG CCA ACT CCA GAA CCC AGC 
Gin Pro Thr Pro Glu Pro Bar 


ACT 
Thr 


GCT 

Ala 


CCA 
Pro 


AGC ACC 
8ar Thr 


fee 

Sar 


TTC 
Pha 


CTG 
Lau 


CTC 
Lou 


CCA 
Pro 


ATG 
WIT 


830 839 848 






837 




866 






870 






CGC CCC AGC CCC CCA OCT GAA GGG 
Gly Pro 8ar Pro Pro Ala Glu Gly 


AGC 
Sor 


ACT 
Thr 


GCC GAC 
Gly Aap( 


TTC 
Pha 


GCT 
Ala 


CTT 
LOU 


CCA 
Pro 


GTT 
Val 


GGA 
Gly 


884 893 * 902 






911 




920 






929 






CTG ATT 575 GGT GTG ACA GCC 
Lou I la Val Gly Val Thr AU 


TTG 
Lou 


GGT 
Gly 


CTA 
L*u 


CTA ATA 
Lou I la 


ATA 

lie 


GGA 
Gly 


GTG 
Vol 


GTG 
Val 


AAC 
A»n 


TGT 
Cyo 


9J8 947 956 






963 




974 






983 






GTC ATC ATG ACC CAG GTG AAA 
Val I la MET Thr Gin val Lya 


AAG 

i.y« 


AAG 
Lya 


CCC TTG TGC 
Pro Lau Cya 


CTG 
Lau 


CAG 
Gin 


AGA 
Arg 


GAA 
Qlu 


GCC 
Ala 


AAG 
Lyo 


992 1001 1010 




1019 


1028 




1037 






GTG CCT CAC TTG (XT GCC GA? 

*U fro *f u-i Pro fVf 


AAO 


GCC 
ft* 


CGG GGT ACA CAG RGC 

Aro, cij Thr Sin Sly 


CCC GAG 

Pr9 Glu 


CAG 

am 


CAQ 



2<=T 



# 08/48 433* 
10*4 1073 1082 ^ W 

CAC C1Q C7Q ATC ACA 6CQ EES Wdc TCC AGC AGC AGC TEE ctq gas a&c TC8 GCC 
m. U.u L.u U. Thr Al. Pro S.r B.r S.r Bar B.r S-r L.u Glu 8-r B.r Al. 

U 00 U09 1U8 "9* 

MX QCfi TTO GAC AGA AG6 QCG CCC ACT CM AAC CAO CCA CAB GCA CCA QOC BTG 
Smr Al. L.u Asp Ar, Arg Al. Pro Thr Arg A.n Bin Pro Gin Al. Pro Sly V.l 

J1M J163 1172 1181 U»0 «•» _ 

GAG QCC AGT BSC QCC GGG GAB SEE CUB. GCC AGC ACC G6Q AGC TCA GAT TCT TCC 

at! ai* III eiy AU Bly a»« «r, al B .r rnr oiy S.r s.r A.p s.r s.r 

1208 1217 1226 1239 J244 ^, 

cirr GOT GGC CAT GG8 ACC CAB BTC* AAT BTC ACC TGC ATC GTB AAC BTC TGT AGC 
Pro IVy Bly Hi. G?y £r Bin V.l A.n V.l Thr Cy. II. V.l Aw, VI Cy. S.r 



1262 1271 1280 



1269 129B 1307 



AOC TCT BAC CAC ABC TCA CAO T6C TCC TCC CAA GCC ABC TCC ACA AT8 GBA 6AC 
Sor S.r A.p Hi. S.r S.r Bio Cy. Bar S.r Bin AU S.r B.r Thr MET Oly A.p 

131* 1323 1334 1343 13S2 1361 

ACA GAT TCC AOC EEc TCB GAB TCC EES" AAG BAC GAG CAO QTC CCC TTC tEE AAG 
Thr A.p S.r Our Pro B.r Glu B.r Pro Ly. A.p Glu Bin V.l Pro Ph. S.r Ly. 

1370 IS79 1388 1397 1406 1413 

GAB BAA TOT BCC TTT CGB TCA CAB CTB GAG AC8 CCA BAB ACC CTB CTQ GOB AGC 
Blu Blu Cy. Al. Ph. Arg B.r Bin L.u Blu Thr Pro Blu Thr L.u L«u Bly B.r 

1424 1433 1442 1431 1460 1469 

aEE GAA GAG AAG CCC CTG CCC CTT QGA GTG ECT GAT BCT GUB ATB AAG CCC A6T 

?Sr 61- Olu Ly. Pro L.u Pro ' L«u Bly V.l Pro A.p Al. Bly nBT Ly. Pro B.r 
1478 14BB 1499 1308 1518 192B 1938 

TAA CCABOCCGGT BTGGBCTBTB TCGTA6CCAA GGT6BBCTBA BCCCT6BCAB BATSACCCTS C~ * 

1348 133B l*» 1588 19,8 1608 'ZHs^t 

CSAAOOUOCC CTGBTCCTTC CAB6CCCCCA CCACTAOGAC TCTOASBCTC TTTCTBBOCC AAOTTCCTCT 

1618 1A2S 1638 1648 1698 1668 1678 

ABTQCCCTCC ACAGCC6CAU CCTCCCTCTB ACCTBCAGOC CAAGAOCAGA &BCAGCOUGT TBTBGAAAOC 

1688 1698 1708 1718 1728 i738 1748 

CTCTGCTBCC ATGOTUTOrC CCTCTCBSAA BPCTUUCTGB BCATGGACBT TCBBOQCATB CTSflliBCAAG 

170B 1768 177B 1788 1798 1806 1818 

TCCCTUACTC TC TBTGACCT BCCCCGCCCA BCTGCACCTB CCAQCCT63C TTCTBBAGCC CTTGGttTTTT 

1828 , iB38 1848 1838 1B6B 1878 188* 

IT8TTTBTTT BTTTOTTTBT TTUTTTBTTT CTCCCCCTOa BCTCTBCCCC AOCTCTOBCT TCCABAAAAC 

1993 1908 191B 1928 193B 194B 1958 

CCCABCATCC TT1 TCTGCA8 A6GUBCTTTC TB8A6AB8AB BBATBCTGCC T8ASTCACCC ATBAAGACAB 

1.6B 197B 1988 1998 2008 2PIB 2028 

UACAGTQCTT CAQCCTGAGO CTOABrtCTBC 866ATGBTCC TGOSOCTCTO TGCAGBCAGB AOGTGGCAfiC 

2038 2048 2098 2068 2078 2088 209B 

CCTBTAOBGA ACQBBBTCCT TCAABTTABC TCA6GAGQCT TGGAAABCAT CACCTCAflfiC CACT8T6CCC 

2108 2U8 =128 2138 2148 2138 2168 

ACCCC6ATTT AA.»CTCTTTA TCTCCCAAAT QBDAjAT ATAA GAACCTHTCC TTTCTATCAC AAAOOOAOAT 

2178 2188 2198 2208 2218 

TOTBABCAAG ABBliCAATTA ATAATMATCB CCAAATAATT AAAAAAACCG AATTC 
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